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DETAILED ACTION

The amendment filed on November 17, 2005 has been received and entered.

No claims have been amended. Claims 25-36 have been canceled. No claims have

been added. Accordingly, claims 1-24 and 57-59 are examined on the merits herewith.

The text of those sections of Title 35, U.S. Code not included in this action can

be found in a prior Office action.

Allowable Subject Matter

Claims 17 and 18 are objected to as being dependent upon a rejected base

claim, but would be allowable if rewritten in independent form including all of the

limitations of the base claim and any intervening claims.

Claim Rejections - 35 USC §112

The following is a quotation of the first paragraph of 35 U.S.C. 112:

The specification shall contain a written description of the invention, and of the manner and process of

making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the

art to which it pertains, or with which it is most nearly connected, to make and use the same and shall

set forth the best mode contemplated by the inventor of carrying out his invention.

Claims 1-16, 19-24 and 57-59 are again rejected under 35 U.S.C. 112, first

paragraph, as failing to comply with the written description requirement. This rejection

was discussed in the previous Office action.

Applicants assert that their specification provides written description for any

marker from any organism that may be extracted from any sample with nitrous acid, or
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with any oxidizing acid, because the previous Office action did not provide enough

evidence or reasons why the full scope of the claims is not adequately described.

In reply, all of Applicants' arguments have been considered, but they are not

persuasive. As previously discussed, Applicants have disclosed only four markers that

can be extracted with one oxidizing acid, nitrous acid- Streptococcal Group A antigen (a

polysaccharide), and three viral proteins, surface antigens from Influenza A, Influenza B

and RSV (Respiratory Syncitial Virus). The prior art shows that additional Streptococcal

group antigens (polysaccharides) may be extracted with nitrous acid solutions- Groups

B, C, F and G. The combination of the specification and prior art discloses that five

Streptococcal markers and 3 viral markers may be extracted with nitrous acid. Thus, a

huge gap remains between what has been described and what is claimed, as only eight

species of a huge claimed genus have been disclosed. Also missing from the

specification and from the art are teachings that a sizeable group of molecules having a

particular common structure and that are markers of organisms, or that a sizeable group

of molecules having certain structural features and a common function and that are

markers of organisms, are extractable with nitrous acid solutions. Such teachings

would allow one of skill in the art to recognize which marker molecules not disclosed in

the specification would be expected to be extractable with nitrous acid solutions.

Therefore, based on the specification and the prior art, one of skill in the art cannot

determine which organism markers beyond those disclosed would be extracted, or

would be expected to be extracted, with nitrous acid solutions.
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On p. 7 of their Response, Applicants note that, ironically, on pp. 6 and 9 of the

previous Office action, Examiner repeats the belief that, in response to a patient's

complaint about her sore throat, two separate samplings, extractions and test would be

required. This anecdotal story and Examiner's reaction to it are not found on these

pages.

Applicants assert that one of skill in the art would readily recognize from the

original disclosure that Applicants invented the presently claimed subject matter. In

reply, as previously discussed, one of skill in the art would recognize readily that

Applicants have invented a method of detecting the presence of Influenza A, Influenza

B and RSV, either alone or in combination, in a biological sample, the method

comprising extraction of a surface protein with a nitrous acid solution. One of skill in the

art would also recognize readily that methods of detecting Streptococci in biological

samples, comprising extracting group antigens with nitrous acid solutions are known in

the art. One of skill in the art would find no information on the extraction of other

organism markers with nitrous acid solutions, e.g., markers of HIV, Hepatitis C,

Plasmodium, etc. Therefore, one of skill in the art would not consider that Applicants

were in possession of the full scope of the invention as claimed at the time of filing.

Thus, the rejection of record is maintained.

Claims 1-16, 19-24 and 57-59 are also rejected under 35 U.S.C. 112, first

paragraph, because the specification, while being enabling for a method of measuring a

plurality of organisms (two or more) in which the organisms are selected from the
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consisting of Strep A, Strep B, Strep C, Strep F, Strep G, Influenza A, Influenza B and

RSV, by measuring a surface antigen marker of each organism, does not reasonably

provide enablement for a method of measuring a plurality of organisms (two or more) in

which the organisms may be any two or more organisms, or a method of measuring any

two or more markers, or a method of measuring any one marker that is viral or protein,

or a method of measuring a streptococcal group-specific antigen and any viral marker.

This rejection was discussed in the previous Office action.

Applicants assert that the claimed invention is fully enabled, because the

previous Office action did not provide enough evidence or reasons why the full scope of

the claims is not enabled. Applicants also assert that Examiner requires working

examples for enablement and that the amount of experimentation required to enable the

full scope of the claims is not undue.

In reply, all of Applicants' arguments have been considered, but they are not

persuasive. The previous Office explains at length why the full scope of the claims is not

enabled. All of the Wands factors have been considered and discussed, as well as the

types of experimentation required by one of skill in the art, not by Applicants, to fill in the

gap between the information needed and the information provided to practice the full

scope of the claims.

The previous Office action discusses that a great deal of guidance is needed to

establish that a nitrous acid solution can extract any marker from any organism, or any

virus, because the claims recite measuring any marker from any organism as long as

two or more organisms are present in a sample, or measuring any marker from any
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organism if only one organism is present in the sample as long as the marker is protein

or viral. But, as discussed above, the combination of the specification and the prior art

discloses that five Streptococcal markers and three viral markers may be extracted with

a nitrous acid solution. Eight markers is a long way from any marker, particularly as the

specification and prior art do not disclose any systematic guidelines for determining

which organism markers may be extracted with a nitrous acid solution, such as

guidelines based on the structure and function (or other common properties) of these

molecules. Because insufficient guidance is provided, one of skill in the art could not

predict that a nitrous acid solution could extract any two markers or any one viral or

protein marker from a sample so that one or more particular organisms may be

identified.

Examiner has not required working examples to enable the scope of the claims,

but has stated that more supporting information is needed because so little is provided.

Undue experimentation is required to practice the invention as claimed because

of the large gap in the amount of information provided and the amount of information

needed, the gap to be filled in by one of ordinary skill in the art. As noted above,

because of the lack of systematic guidance, random, trial-and-error experimentation

would be required to determine which organism markers could be extracted with a

nitrous acid solution, particularly as the target markers may be protein, carbohydrate,

lipid, nucleic acid, or simple or complex organic molecules. Applicants refer to pp. 23-

26 of the specification, but these pages do not describe how to test and adjust the

extraction reagents. They merely recite the concentrations of nitrous acid (0.5-10 M)
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and another acid (0.1-0.5 M), preferably acetic acid, that may be used. Large

concentration ranges are not especially helpful. See the third paragraph on p. 24, which

also states that a matching concentration of the second acid is to be used with a

particular concentration of nitrous acid. Because different concentration ranges are

given for the two acids, it is not clear what a matching concentration is, or, for one

specific concentration of nitrous acid, what a matching concentration of the second acid

would be. Additionally, if a particular marker is extracted, one would not know in

advance what form or condition the marker molecule would be in. Thus, one of skill in

the art would also have to come with at least one, and possibly more, assays to detect

the presence of the molecule, because, if the molecule is denatured or digested by

nitrous acid, a known assay for detecting the native form may not work for the

denatured form. The detection assay developed would have to work in the presence of

a high concentration of nitrous acid. Thus, because of the amount of work that would

have to be done by one of ordinary skill in the art to practice the full scope of the

invention, given the specification and the prior art, the amount of experimentation is

undue.

Applicants note that their results are surprising. Presumably, Applicants are

referring to their discovery that three viral markers can be extracted with a nitrous acid

solution, alone or in combination or in combination with Streptococcal group antigens,

and that this discovery allows the development of new clinical assays. But, unexpected

results are evidence of non-obviousness. They are not evidence of enablement.
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Applicants also note that Examiner alleges, ironically, on pp. 6 and 9 of the

previous Office action, that one of skill in the art would not expect a nitrous-acid-based

reagent to be able to extract any two markers or any one viral marker or any protein

marker. Applicants have shown that this reagent can extract a plurality of markers

including protein viral markers. In reply, as discussed above and previously, the

plurality of markers is a set of eight markers containing three viral markers that are

proteins. A specification that discloses the extraction of these three markers is not

enabling for a method of extracting any marker, any marker meaning any old marker,

any known marker, any marker in general, i.e., many known markers. The same

applies to any protein marker or any viral marker. These statements were clear in the

previous Office action, and it is difficult to imagine that Applicants have misunderstood

the rejection. Because these statements were clear in the previous Office action,

Examiner's comments state the rejection and are not ironic. The rejection of record is

maintained.

Claim Rejections - 35 USC § 102

Claims 1-4, 7-11, 13, 57 and 58 are again rejected under 35 U.S.C. 102(b) as

being anticipated by Bogart et al., US 5,494,801. This rejection was discussed in the

previous Office action.

Applicants allege that their invention is not anticipated because Bogart et al.

disclose measuring one organism at a time and because the reference does not

suggest that its method could be multiplexed. Applicants also allege that the reference
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teaches away from using a single extraction condition for measuring multiple organisms

in a sample and that conditions are fairly specific for GBS.

In reply, Bogart et al. disclose that their nitrous acid extraction technique is

designed to be used with samples containing a number of organisms, such as throat

swabs, sputum and vaginal swabs (see col. 2, lines 9-15). Following the extraction of a

sample with a nitrous acid solution, the extract is tested for the presence of one or more

Streptococcal group antigens by screening the extract against a panel of different

antibodies to Streptococcal group antigens to measure two or more markers. Thus, the

markers are measured in a multiplexed immunoassay format (see Example 2). The

reference does not provide a literal laboratory protocol, stating step-by-step how this

procedure is to be carried out. But one of ordinary skill in the art would have

understood that, for each sample tested, the extract obtained in Example 1 was

analyzed with the panel of antibodies disclosed in Example 2. Bogart et al. note that the

extraction methods disclosed in Example 1 extract Group A, B, F and G Streptococcal

antigens (see col. 12, line 65, to col. 13, line 4). Consequently, the reference does not

teach away from using a single extraction condition for measuring multiple organisms,

certainly not for measuring different Streptococcal antigens. As for conditions being

fairly specific for GBS, the extraction conditions do permit the extraction of four different

Streptococcal antigens. Thus, this feature does not render the claimed invention novel

with respect to the reference. Therefore, the rejection of record is maintained.
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Claims 1-4, 7, 8, 10, 11, 13 and 57 are again rejected under 35 U.S.C. 102(b) as

being anticipated by Slifkin et al., J Clin Micro 12(4):541-545, 1980. This rejection was

discussed in the previous Office action.

Applicants allege that their invention is not anticipated because Slifkin et al.

disclose using samples containing only single isolated colonies and do not disclose

measuring markers of a plurality of organisms.

In reply, as previously discussed, Slifkin et al. disclose a method of measuring

two or more markers in a sample containing two or more organisms by first transferring

patient throat culture samples collected on clinical swabs to blood agar plates. The

plates were incubated for colony growth, and, from each plate, a beta-hemolytic colony

that was not isolated from background flora was tested for the presence of one or more

types of Streptococci (see p. 541 , right col., end of 1
st

full paragraph, and p. 543, left

col., last paragraph). Thus, the samples of Slifkin et al. are not pure cultures; they are

mixed flora. Therefore, the rejection of record is maintained.

Applicants allege that the cited references do not disclose the claimed method as

recited in claims 5, 14 and 59. As discussed above, however, these claims are rejected

for lacking written description and enablement (they recite a method of measuring a

marker of any virus). Applicants also allege that the cited references do not disclose a

method of measuring multiple markers in a multiplexed assay format. In reply,

"multiplexed assay format" is not defined in the specification and is used to mean that

each sample is analyzed for the presence of multiple antigens. The cited references
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disclose that the extract obtained from each sample is tested for the presence of several

different Streptococcal group antigens by contacting it with several different antibodies,

each one an antibody to a different group antigen. Thus, the cited art discloses

mulitplexed assay formats. This claim limitation does not distinguish the claimed

invention from the prior art.

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time

policy as set forth in 37 CFR 1.136(a).

A shortened statutory period for reply to this final action is set to expire THREE

MONTHS from the mailing date of this action. In the event a first reply is filed within

TWO MONTHS of the mailing date of this final action and the advisory action is not

mailed until after the end of the THREE-MONTH shortened statutory period, then the

shortened statutory period will expire on the date the advisory action is mailed, and any

extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of

the advisory action. In no event, however, will the statutory period for reply expire later

than SIX MONTHS from the mailing date of this final action.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to Rosanne Kosson whose telephone number is 571-272-

2923. The examiner can normally be reached on Monday-Friday, 8:30-6:00, with

alternate Mondays off.
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's

supervisor, Michael Wityshyn can be reached on 571-272-0926. The fax phone number

for the organization where this application or proceeding is assigned is 703-872-9306.

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free).

Rosanne Kosson
Examiner, Art Unit 1653

rk/2005-12-05


